Attempts to simulate the initial biochemical step in the formation of the ergot alkaloids (Figure 1 ) have been remarkably unsuccessful; apparently the Examination of a Bfichi model of 1 in its cis amide form showed that the methylene of the tiglyl side chain may be placed directly above the C-4 of the indole, and is closer to this carbon than to any other atom of the indole 1843
in vivo condensation of the dimethylallyl moiety to the 4-position of the tryp---tophan indole is strongly guided by spatial and structural constraints.
1 Continuing our studies on the interaction of functional groups along peptide chains, 2 we searched for a molecule in which intramolecular alkylation by the dimethylallyl side chain at the appropriate indole position would be spatially favored. y-Chlorotiglyl L-tryptophan methyl ester, I, seemed a good choice.
Examination of a Bfichi model of 1 in its cis amide form showed that the methylene of the tiglyl side chain may be placed directly above the C-4 of the indole, and is closer to this carbon than to any other atom of the indole
nucleus. Thus, we anticipated that alkylation would be favored at this position due to the restricted degrees of freedom imposed by the combination of 
